. Flowchart of the pipeline used to call RNA editing events. Squares and octagons represent datasets and algorithms/programs, respectively. The beige area indicates the first level of filtering steps, and the blue area indicates the second level of filtering steps (taking place on concordant alignments). The pipeline includes two separate alignment steps employing the programs STAR [1] and GSNAP [2] . Only alignments that are concordant between these two programs are used. Several external datasets are used to remove genomic polymorphisms (dbSNP 141/146/147, Exome Aggregation Consortium variants, NHLBI Exome seq. variants, Scripps Wellderly variants, and COSMIC). In addition, variants within the extended major histocompatibility complex (chr6:28M-33M) are removed. Scripts used to run the pipeline have been deposited on GitHub: https://github.com/oscar-franzen/rnaed 
Level 1 filtering
Level 2 filtering Supplementary Fig. 2 . Intersection of A-to-G(I) RNA editing events with public databases. Exact chromosome-position of editing events were compared with events reported in REDIportal [3] and DARNED [4] . Note that the RADAR database [5] is embeded in REDIportal. Present study DARNED Supplementary Fig. 3 . Genomic annotation of single nucleotide variants. The genomic position of the single nucleotide variant was fed into ANNOVAR [6] . The y-axis shows the number of SNV, and the x-axis shows the type of genomic feature. Colors correspond to the type of change; e.g., the canonical RNA editing event A-to-G(I) is red. Supplementary Fig. 4 . Percent A-to-G(I) events found in different number of tissues. The percent (y-axis) of A-to-G(I) editing events found in 7 tissues (AOR, MAM, BLO, SUF, VAF, LIV, and SKM). Blue color shows the analysis done in all genes regardless of expression. Red color shows the analysis done in genes that are robustly expressed (defined as median(RPKM) > 10 across all samples). The majority, approximately 67-69%, of A-to-G(I) editing events were found in one tissue. Exact chromosome-positions were compared. Found in X number of tissues % A-to-G(I) events all genes robustly expressed Supplementary Fig. 5 . Scatter plots showing the relationship between sequencing depth and number of called RNA editing events. Y-and x-axes show the number of called A-to-G(I) RNA editing events and the sequencing depth (in million uniquely mapped reads after collapsing PCR duplicates), respectively. Each dot represents one tissue sample that has undergone RNA-seq. Colors in each plot correspond to strand-specific and non-strand-specific sequencing, respectively. There is an approximate linear relationship between detection of RNA editing and sequencing depth. 0  10  20  30  40  10  20  30   10  20  30  40  10  14  18  22   5  10  15  20  0  5  10  15  20   0  5  10  15  5  10  15   10  20  30  0  5  10  15  20 Sequencing depth after removing PCR duplicates (million reads)
Number of A-to-G(I) RNA editing events
Library type
Non-strand-specific Strand-specific Supplementary Fig. 6 . Cumulative number of detected A-to-G(I) RNA editing events and genes. Alu subtype Percent A-to-G(I) edits Genome Supplementary Fig. 9 . C-to-T(U) events falling in various repeats. Barplot showing distribution of C-to-T(U) editing events inside repeat elements. Blue color refers to percent C-to-T(U) events that fall in any of the examined repeat family/class (x-axis). Red colors refers to percent genome coverage of the repeat family/class. Repeat family/class
Percent C-to-T(U) edits Genome
Supplementary Fig. 10 . Comparison of ADAR expression across tissues. Box-plots of ADAR (syn. ADAR1 ), ADAR2 (syn. ADARB1 ), and ADAR3 (syn. ADARB2 ) across the studied tissues/cell types. The y-axis shows expression of individual samples in RPKM [7] and the x-axis shows the tissue. The Ensembl [8] identifier is specified within parenthesis. Black dots are outlier samples. 
Supplementary Fig. 11 . Scatterplot of ADAR expression in whole blood versus number of identified A-to-G(I) events. Each dot represents one sample. The number of identified A-to-G(I) events are on the y-axis and ADAR (syn. ADAR1, ENSG00000160710) expression is shown on the x-axis (RPKM [7] ). Only strand-specific samples are shown (n=479). Correlation coefficients are indicated on the top left corner in the plot. There is an approximate linear relationship between ADAR expression and number of identified editing events. *** ** Supplementary Fig. 13 . Position of candidate RNA editing events in sequencing reads. Plots are showing where candidate RNA editing events fall on sequencing reads. The x-axis shows the position in reads (from start to end), and the y-axis shows the number of reads harboring a candidate event at this position. Canonical events are indicated in red, and are relatively uniform; i.e., not enriched at start and end positions of sequencing reads, which would suggest major impact of sequencing errors. Tables   Supplementary Table 1 . Overview of studied tissues and sequencing. The tissues included in the study. The three-letter abbreviations are used throughout the study. Protocol refers to rRNA-depletion method. Read length is the sequence length in base pairs.
ADAR

Number of samples Tissue
Abbrev. Protocol Read len. (bp) Strand-spec. Non-strand spec. 
Artery Aorta
44,152,612
38,262,191 TARP TCR gamma alt. reading frame prot. 
130,114,595 Supplementary Dataset 2. List of identified RNA editing QTLs. The table is tab separated. The columns correspond to: (1) three letter tissue abbreviation; (2) regulatory SNP; (3) the encoded (effect) allele of the regulatory SNP; (4) genomic coordinate of the RNA editing site (GRCh38); (5) molecular interaction type (cis=the regulatory SNP and the editing site are on same chromosome, trans=the regulatory SNP and the editing site are on different chromosomes); (6) beta coefficient; (7) 
